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(54) [aw©***] mmmmteim*si:v*7?mm& 

^vopwmikj* tr»*jstt«r*r* - 1 trvmt-r at 1 ] 



HOHNOC 



? 1 H 9 f 

O R 2 H (i) 



si* > AiiJS^H( n)*td*(m)* ^ 



O (n> 

HHSfcr***^, c 1 ~c 6 T/v^S^L<ric 3 

~C 12 ry-/l' (C 1 ~C 6 7Vl"*7l') &£^L; Ar 



o < m) 
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[ts*^2] -^hy ^^^B^Dfr- en*** 
i ©ism, 

tb-«s; ( I ) 
Mil] 

f H J f 

0 r2 H (O 

(5*<t», AfiTS; (ID, (ill) 
lit 2] 

0 (n> o (m) 

~C 6 T/^/V-S^L< liC 6 ~C 12 T !J -/W (C X ~C 6 
T/v^/W) ;Artt, Ig^H^, 7y*B^*i 

(H*^5] TlB-jKst (I) 
Mfc3] 

Rl H ° ? 3 
HOHNOC^A r N v A N A A 

0 R 2 H (I > 

(5$<p, AteTs$ (ID, (iii) 
0 (n) o (m 



c 6 r yw^^s^ l < is c 6 - c 12 r y -a- ( c ^ c 

6 Tyw^r/W) SSr^L ;Ar tt, VytlkW* 
r h 9 - * fc tt^ v * - H& S ft T v > T t J: 7 s ~ 

[000 1] 

^nfr-f (MMP) x^r^w^fettrv^ 

[0 0 0 2] 

yVftfe, Arthritis & Rheumatism, 37(2), 236(1994)] 0 
[0 0 0 3] MMPfiZnMtt^^^n^nr 

*v^tMMP»J;tf#f/vy*tiifli»fcttv>8 

p H #MM P 0>«l «fc IP s r. fc > 

fife, J. Cell. Physiol, 150,221(1992)) . Sot, 
»TS^f:dS»*LV\ L*»Lft*6, MMPfi*3S*5 

®S [/*MHfc, Arthritis & Rheumatism, 36(12), 170 
9(1993)) in vitroOXIkfc&V^T, Pffi?? 

[0004] MMPB^IRftJllF^^^^lfiMllttlE 



-2- 



\c£<<Dfc&m*tot>tiX^Z> 0 4#M¥3-8 6 

[00 0 5] 

pis ±tf *^^>v<owiNR«ria*ra - 1 «rw*fc-r 

[00 0 6] 

HSHSrOBfcraftift^^ai MMP& 

ft6^fc £ jt,v>ffi L-C*38W«:^ Ufc Q 
[0 0 0 7] 

r^«K*V^r4IWr*8MMPBWIl4:L-CHt, ffil 

^¥7-1 0 1 9 2 5^ 
*H»fF^*4 7 4 3 5 8 7f 
I^iMW0 9 2/0 9 5 56^ 
^ v iW0 9 3/0 9090f 
MW0 9 3/24449^ 
^iWO9 5/0 40 3 3f 
Bt*H»fFA»48 9 5 7 9* 
H^«2 36872^ 
H&#4 97192f 
5 7 5844f 
iMMWO9 0/0 5 7 1 9^ 
H^W0 9 4/2 1 6 2 5f 
MW0 9 4/2 4 1 40t 
^S^BB^GB 2 2 6 8 9 34^ 
^|g^6- 1 45 1 4 8^- 
^ffl¥7- 1 57470^ 
IM^SW0 9 5/4 7 53 5^ 
MW0 9 7/2 0 8 2 4?- 
^iW0 9 7/1 8 1 94?- 
MW0 9 6/3 3 17 2?- 
#H¥9- 1 88631f 
^58^6-2 56 2 9 3f 

[0008] lv^as, TlB^frS-ft-cfc 

[4- (N-t Kn^i/r^y) -2 (R) -^V^f 

/i/- 3 (s) -^/vi^s/^] -L-^-^y 



^y-N-^fyvr^ K («r§B¥7-l 0 1 9 2 5?-) 

[4- (N-b Kn^i/T^y) -2 (R) 
;V-3-**?;W9i'~>l''] -L- 3 - (5, 6, 7, 
8-rh7t Kt3-l~t7f;» 
/VT ^ K (4^68^9— 1 8 8 6 3 1?-) 

[4- (N-tKn^r^y) -2 (r) — fy?^ 

/U-3 (S) - (2-^^/V^^^^/» 

»SlWO9 0/0 5 7 1 9?-) 
3 (S) -N-t Kn*V-4- (4- ( (try K-4 
->T^) t^rV) -^1?y*,Ms~/V') -2, 2-i^ 
f;>-rb7t Kn-2H-1, 4-f7^-3^ 
;Vi£*y- * K (HR^BB^SWO 97/20824?-) 
N 2 — [3 (S) -tKn^>-4- (N-tKo**> 

r^y) -2 (r) -^y^f;vf^^;v] -L-te 

rt-n-f W-N'-y^/WT^ K (^S<a§g^«GB 
2268934?-) 

1$MBg5 5-1 5 3 7 7 8?- 
$Hf8Rg6 3-2 5 3 0 6 1?- 
mM¥2-2 6 8 1 4 5-1 
4$gfi¥5- 1 7 8 7 5 8?- 
^58¥5-3 4 5 7 5 4?- 
1#M¥5-2 3 0 0 0 4?- 
^gf)jip5-2 4 6 9 6 8?- 
Arthritis & Rheumatism, 37(2), 236(1994) 

U^<DtfS x TIBcOft^ife (E-6 4) T?*> 

So 

[0 0 0 9] L-trans-^^K^rv'f-^^^-n^V 

/wt^k (4-^r^^y) 79> (#HiB85 5- 1 5 

3 7 7 8?-) 

(I) 

[0 0 10] 
lit 5] 



HOHNOC 




(st*. awtf*; (id *fc« (iii) 

[0011] 
[ft 6] 



0 ( h ) o (nn 
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~C 6 T A^A*£ U < ttC 6 - C 12 T !> -A* (C^Ce 
7A3r/W) SSr^L ; A r It 16*1^ y vHMfrtS 

XT*/ *tc\*9kmm*K >^-, h y x 

r^-CC^CeT/U^SfcWt, £*&ia>b6 0ilCtt 
tt*fctt»^tr#r6T^*A«*«!*L, y^A 

Ag, >f y y^AS, sec -y^VUg, t e r t -:/ 
^Ag, n-^yf^S, >f y^V^Vl/g, n-^^ri/ 
Ag, >fy^^/HJ4ffSrffil*"rS-4:dS-C#*« X 

hy^A-g (s/x^fi/) > ^^y^/wy^/u^ 

(fc*^v>>-) , sec-y^A-g Wyn^S/y) % << 

^y^vvg (t!Jy) , (h 
U^^) , p-fc Kn^rv/^^^/uS (^aiy^) , 
^y^pf/wg (/^y>0 , 'O'^yvS (7x^77 

^y) , 3— fyKSA^Tvt* (hyyh7 7 y) ^ 

«Lfc. ] e JEfc, rtbe>«|«ic#^57K»S> #A 

»f*1«t*lrtSR**6^&l2^ ¥JMt*fctt 
-8ltt£«r*i*U :?^~Ag, P -tKn^7x^ 
AS, l —f-y^m, 2-Ty7A'&t£i£&myM-6 

[0 0 12] (I) ^*£ftSfc^*fctt:fcf« 

[0 0 13] *#ttKttttT!©J:5ftft'&4fcft0l»'r* 

fb^ftl. [4- (N-fc KP*->T^y) -2 (R) 
->f yT'f/Vf^^/V] -L-7s^77^-L 
-77-t-^ 

2. [4- (N-fcKP^>7^) -2 (R) 

— f yyf;wt^ -l-p-y ^-L-r?5: 

•J— A 



Jfr£fe3. [4- (N-fc KP*VT5y) -2 (R) 

— r y^f/ut^^^^] -l-7j ^/wt ^ -a— l 

ft&to4. [4- (N-fc Kn^>7^7) -2 (R) 
— f yyf^t^V^/v] - L - y zr-^-zi'T y ? 
y A" 

Jfrfrfe5. [4- (N-fc KP^TSy) -2 (R) 
— fy^l/f^^/v] -L-7x^;V77^-L 
-77^ [ (2, 

Jfr&ft6. [4- (N-fc KP*i/TSy) -2 (R) 
->fy^f;vt^^] -L-7x^77^-^ 

y^>A [ (2, 6-^pp^y^;H ;t*;y] y 

f"A"5r h ^ 

jfrfrft 7 . [4- (N-fc KP=*VT^y) -2 (R) 

->fyyf;i/f^i/-;v] -L- 1 -t7f;i/77^/v 
-^'J-y/V [ (2, 6-^no^y^;P) 

v] ^f;^by 

fb^t) 8 . [4- (N-fc Kn*VT$y) -2 (R) 

— r yy^/^yv'-A] -L-y^^wr^^A-^ 
y-^A [^vy y^p^^y^/i^^cy] yfvi/*- 
fy 

ft^ft9. [4- (N-fc KP*VT^y) -2 (R) 
->f yy^-^^e/^yw] -L-7x^;U77^-L 

-r^?*/v [ (2, e-^op^y/^^) 
[0 0 14] raxibJ*. *^^i/v*5J:WMMPOii5» 

<*) «tf, i985¥) sr^fln-rart^-css. 
( i ) -CTF&fizik&yxD o A&m^ffl (i i) t* 

mZtlZ>{k&® (la) ttTB^^AllCftot^ 

[0 0 15] 
lit 7] 
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BzIOHNO(^>y N Y'^N' , T' 
O R2 H O 



"OCH 3 

(IV) 



r' h t 0 B 3 

I " 

R' H 0 R 3 

& R 2 H O (la) 
Bz ltt^Mi^U R\ R 2 *5.fctfR 
Wt>. ft«ft (IV) tr*h?fc (KT, T 



HFtB&IB-fSo ) x 7Vl"fc if <0»ji«t> 0. 5~ 
5. O^/l^TMKftP^AT/US-^ASrfflV^C-l 

0 5 #~ 2 i$ffl«#-r 5 r. t »c ± 9 fls-a-46 

(V) ^V^, ^5^9A*-#^ (£1 

T, Pd-CirB&IH-r-So ) *ifO*Mt«>#ftT, *H§ 

* (la) «rMfrC#.&. *i$ift#A?li> *9/*-A'* 

;—/W£z<Di&mT/i<x-ji''p. is 

16, HSt N, N-^f/w*M7 5 F (KT, DM 

Ftwe-fa. ) *4f*ap*rffittfJ:v\ w, r 2 * 

3WfeKJ:9#bJi***Wft^« (la) ttflfifefcj:*) 

imWI:** (IV) tt«To*8»lcJ:9«a"C#a. 
[0 0 16] 
[ft 8] 



f H O 



HN, 



-CH3 



f H ° 



PCH 3 



(vr) 



(vn) 



(VE) 



(K) 



BzIOHNi 

R\ R 2 , R 3 WBz lttlWBKWC. ) 

K (VI) £N, O-^^/ut Kn^r 
BSS*ft^» (VII) £#S 0 SlStt, DMF, T 

hf, x^PP^^^^a hvteig$t*-e, 

K (£AT, DCCfcll»BE-r*o ) > 1 

v\ a*, ot;-sa^2-2 4fipnfi5o KJSfcflw- 

Sft^ttO^ittt^^ K (VI) 1 */HC# L 



R 1 H 9 * /Wi 



R 2 " ^ (IV ) 
-1. flteflll. 0-1. 5*/K HOB t 

1. 0-1. 5*A'-ea>So jfci^-c* fta-* (vi n 

OT^ygcOftSS (ZS) *Bfc*LTfc£* (VI I 
I) ##6>*u5. Z*«»*f±, ^^WK^teiMMI 

[0017] fcfc, ft>fr#> (viil) bito&m (I 
x) (iv) £#S 0 tt^Srtrtt, 

DMF, THF, 3(l^nn^ySo^nl^yft 
D C C* fcttWS CfJtfflV^ff 5 r t 

^fctti-aft^^^/ujtwtft-g* (viii) 1*7 
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MZMLX, (IX) 1. 0~1. 5^K m-S- (III) vmZflZit-S® (I b) (4, TIE**- A 

mi. o~i. ns. it&m (ix) (i» 2(c^-or-a-^ft5, 

B8¥ 7 - 1 0 1 9 2 5 %-&WUZR.H&<Dj3mcW DrSjit [0018] 

T?t5o [ft 9] 

2. -«5t (I) -ffiSSiiSfls^ttroStAjJJja^ffl 



a 

Br 



Hit 

. (X) 
AiCOOhI 

O r2 H 0 

(XI) 



f 1 h 9 f 9 

HOHNOC v A r N v A N A ir . 0 A Ar 

O R 2 H O , v 

■ittWBfcfl " ( Eb) 



Ar, Bz 1, R\ R 2 *5j;tfR 3 
C. ) 

BP*>, (X) IrDMF, THF> 

/l^tfv&i: 6 0 tt? 2 ~ 2 4 BtBSIfltfM- 5 r. t \C 

zwt&vo (xi) ambtiz. Rfc\m-rzit&®><D 
witmtG-m (x) i*A'C#lt, mm. 

MUVWUX. 0~1. 5^vK Jggail. 0~5. 0 
^/w-e*>5„ ftV^T, it^Ht) (XI) **JWItfMr*-.5 
£ifcJ:!MI:£» (I b) &m&-tZZb&-?%5. * 

(X) j±KT©#8ai:.fc 9 
[0 0 19] 

[flsi o] 
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B 2 H 



H O r3 (xn) 



O R 



(Xffl) 



BzlOHNOC^A 



(DO 



COOH 



R 3 



Bz.OHNOcJ v rJ^. N X COOEt 
O R H 



(xft) 



0 R 2 H 

(XV) 



I 



f H O f 
O R 2 H o 

(x) 

(St, Rtttert-y b *4'*/nK=/w3£*fctt'<>'S> 

-To Bz 1, R\ R 2 *5iUtR 3 «HfrlHJ-^C» ) 
fb-a-^ (XI I) <DT5/geD«S£ (R) *Bt*LT 
ft&m (XIII) £#5. MS®^», K 
^Cii^v^tu-S^jfeJ-iOfTPit^tS. BP 
tert-y Y*i/i}>\>-$=.;\'g 1 V>W&\C\* V D y;V* 

©^•ic»47k^{t:^?*) * ir^oAdiHc J; 5 nt>nz. 

[0020] 9cic, ft&va (xiii) tn&m ( i 
x) zm&Zitrit&m (xiv) *#fc*, r^*p 
m*<9tm\z.£*)ik-&$o (XV) £#3., T;w*!JiP*^ 

y ^A^S(Dr/^ySrip^.n~5^, ot~iir 
frfcixs. RJ^^tt-t-s^/UfcWb^ (xiv) 
/nc»urr/w* y i. o~3. o^w-efcs,, ^v* 

T», THF hy^fvWT5V#?0>teg<Z) 

#&Tx -fk^ (XV) iC^DO^^^/H^^/W* 

0 < C~0 < C-C5~1 
-t0<C~^fflT-5~3 O^lffl&JSU Rv>-e*<b*^Bf 



gl^jSSrin^-c ot~^st? 5 #~ i i$ffl«#-r 5 £ fc 
fcADft^W (X) ^#f>nSo KJfcfcHfW3*/Htl* 
ffrg-fe (X V) 1 */H::*t U-C, h y ^fvWT § >ii 
1. 0~1. 5*;K ^nn^ggrcfvi^^-r/Wil. 
0~1. 5*vK i?r/^^vfc*ft**H:aHWbeHB 

[0021] *5iWco3i^Jtt^ jgnxtt^gn-et he 

j«i#Jtt, MMPPfl*|&fcJ;tWx:/v'VPIS3Si:, 09 

dr^-fe/Vn Sr-^tfTk^lCMM P PflgHfc J; 
V, ^y a- ^(dMMPPI^^J;^*^^^!* 
[0 0 2 2] #ma&$<DMmk L-Cte, ffiMSIWtt, 

&&m&m3.timwffim. 

tmttztiK -mat, *^^-cfeSMMPsa*isi*3 

< ktJS*7 l 7'^ypi*IHco^-C, WfHO. 1~5 0 
Omg/kg*I/a, »4L<ttl~200mg/k 
gfrfi/B^jgfi-cfcy, ffiPlWHSrl B llU*fcl42 

-eMMP*3i^*x^>v|c:itL-CPfi^*4r^ff-rs 

0. 1~5 0 Omg/k g#=a/g, $f*L<(41~2 
OOmg/kgM/0^1i-?fe*), r^^lBllH 

*fctt 2 ~ 4 HK^rt ra#i-*. 

[0 0 2 3] 

[B^^a*] MMPBMFSKi:*^^vy|l»SiB:, ▼ 
©*lD«*^B»bil (W»«l#fi«) x 
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(t*^j2#fig) . s&o-c, MMPiasii*f 
fi<**i« GoittttafHE*^) . matt 

&fclflS-g*X : [4- (N-fc Ko*WS/) -2 



(R) (S) -**vH^ - 

1 0 1 9 2 5^) 

^-fb-g-feY : L-trans-^3K*~>f-^->=/V'-n^ 

K (4-i/T^SV) (E-6 4 ; #M 

BS55— 1 537 7 8-t) 

£A0. 0105—0. 012%, UyO.62%] 

<b 3 9 S ££S¥fc*tLT* 1 coil 0 «Kfl5£»*5,fc tf/ 

[0 0 2 4] 
[^1] 













0. 5%CMCp.o. 


i.p. 




0. 5%CMCp.o. 


$m*m i.p. 




100mg/ / ks, p. o. 






0. 5%CMCp.o. 


lOOrag/kg. i.p. 




lOQng/kg, p. o. 


ft^*Y 

100mg/kg, i.p. 



[0 0 2 5 J »T<«WfefcJ:?K 9*Tr=y# 
26 19) £r/B^T#&£U o-7^7;tftKig 



Ell ic^L/to 

[0 0 2 6] ft^X*itHb#4fcYtt*^tl*» 

^*«*«r»1B+S r t »m 

< MM) 2 > MM P *5 X Xf* T ~?*s 

1. ftttfc&tt 

#JMIflS£*A"- [4- (N-tKP^ri/T^) -2 
R - V -J^)^ t i/^-M -L-7x^;l/77^- 

^Wft'&ttB- [4- (N-tKn^T^) -2 



*JMMt*»C-" [4- (N-fc Kp^>7?/) -2 
R--f y^yl/f-^i/n/U] -L-7i^77^- 

*»«flS#*D- [4- (N-t K**3/T5/) -2 

77-^ [ (2, t^rV] 

2. Mbfrifc 

MMP-lffiSoS!l^*ifeW:£AT^ii9-C*>*o MMP 
-ltt»BB¥3-l 0 3 1 7 8*IB»©**fcJ:9#6 

(0. 2M&g, 5mM»/Ui/^A, 0. 0 5^1 

*3«fctf 0. 0 2§i%7^bt h y !?ASr^#i" 
5 5 0mMh!I^Sig»a, P H7. 5) lC»#Lfc 
»fcRfc*<DMMP-i«*i&iB£U 

(Japanese Journal of Inflamation, 4&, 123H, 198 
4^#J8) «CMMP-mi4 (A) &$J£Lfc 0 - 

««fb^fe«rin^*v^^«o**^j:*9MMP- 
l«tt (B) SrWfcU 
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(%) = (1 - A/B) XI 00 

It 2 mM^ft^ W h -^*3 «fc 0 . 0 5 
/>) Sr^tf 1 0 0mMStig®iS (pH5. 5) 

B (fc bJff**; 3^*^-f*ttJ:0«IA) *>S^tt# 



3 0t-cio»W^fc 0 */*pnBM&*r&tfB 
S&®®& ( P H5. 5) *rlD*.rK**»Jl:**, ±|» 
*©3tft&* (®J/g&gE x = 3 7 5 nm, 
gEm=4 4 5nm) ^f>»*»ttSrW3tU, -fcfHMM 
P - 1 fc nftlc LT I CgottSrjfcfcfc. 

(2) tttttt* 
MMP— 1 fc*'7 fc ^S/yBa3J:tflRlLO*Jl**i©PMf 
fiHt<0«3E»* (IC 50 ) «r*2!C*-r o 

[0 0 2 7] 

1&2] 





IC» <nM) 


MMP-1 








25 


93 


1 5 




47 


230 


23 




1400 


23 


7 


*JMft£ftD 


38 


48 


7 




3. 0 


>1 0000 






>1 0000 


25 





[00 2 8] 

[4- (N-^WV7^) -2 (R) — TV 
^^f-^'>^/^] -L-7j=^77^/1--L-77 

^f^»^E§Wc» — 

(1) N-^si?;V**i/%;vi£^.;V-l J -y *~;VT 

K MR* (VII) K^TR 2 ^^/^ R 3 ^ 

^-L-7x^T7^-L-77^^1. 7 g (CD 
MF 1 0m 1 *«WU WSC8 9 Omg, 1-fcKn 
*i/^<vy h V TV—fr—itffrm s HOB t t 

mtfrtZo ) 6 3 0mg. N, O-^fKFn^ 
^7^'Ml4 5 0mg, hyxf;VT^V4 7 0 

S»ft*frv\ *Bfls£4fe i . o g zm&®ftt lt# 

[0 0 2 9] 1 H — N M R (DMS0-d 6 ) 6 ; 1. 23(3H, d, J=7. 0 
Hz) , 2. 68 (1H, dd, J=l 1. 2Hz, 13. 6Hz) , 3. 00 (1H, dd, J=3. 3H 
z, 13. 6Hz) , 3. 12 (3H, s) , 3. 74 (3H, s) , 4. 24-4. 35 (1H, m) , 4. 
68-4. 80(1H, m) , 4. 93 (2H, s), 7. 15-7. 36 (10H, m) , 7. 44 (1H, 
d, J=8. 8Hz) , 8. 29 (1H, d, J=7. 5Hz) . 



(2) [4- (N-^^A^+S/TS/) -2 (R) 
->f V^/H^^^/W] -L-7x^T7^-L 
-77^y-N-^f;l^-N-^ S K ; N— < 

ls*3)V$r*r v'yfr jVif^jV- L - 7 * ~)V7 y —fr- L - 

;Vl5ml§:M, 1 0%P d -C 1 0 Om g SrfflVvT 

**#h«t, l- smmmw^tco pa-c^ 

fflK*«*LT#&*L«aHEICDMF5ml«rln 
X_ N 4 (N--<y^I/t^^T^) -2 (R) 

yy^jvas^m (4*§B¥- 1 0 1 9 2 5fc^»3tL 

fc 0 ) 4 4 0mg,WSC 3 0 5mgttx.r«i 
^Hlftc *«U§£*, *Mfck*^h9 9A*» 

[0030] X H — NMR (DMS0-d 6 ) 5 ;0. 73(3H, d, J=6. 2 
Hz) , 0. 79 (3H, d, J=6. 2Hz) , 0. 80-1. 00 (1H, m) , 1. 20 (3H, d, J 
=7. 0Hz), 1. 26-1. 40 (2H, m), 1. 83-1. 90 (2H, m), 2. 60-2. 70 
(1H, m) , 2. 78 (1H, dd, J=10. 5Hz, 13. 9Hz) , 3. 05 (1H, dd, J=4. 
0Hz, 13. 9Hz), 3. 11 (3H, s), 3. 72 (3H, s), 4. 48-4. 57 (1H, m), 
4. 68-4. 78 (1H, m), 4. 74 (2H, s), 7. 10-7. 28 (5H, m), 7. 37(5 
H, s), 8. 04 (1H, d, J=7. 2Hz), 8. 10 (1H, d, J=8. 4Hz), 10. 94(1 
H, s). 
#*#J2 

'[4- (N-^>t^7 5;) -2 (r) -«<y 

-f^)^*; -L-n>f^-L-77-/V-N 
-y^W-N-y Y*i/T% K (I v) teas** 
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7^y-N-^/V-N-^ K [-«5S (V 

I I) ^V>TR 2 ^y^/VS, R 3 aM ^vwg-Cfc 
1. Og^b##«l^ttoTRlSSrfTV\ 

[00 3 1] 1 H — N M R (DMS0-d 6 ) 6 ;0. 80(6ft d, J=6. 4 
Hz), 0. 85 (6H, d, J=6. 4Hz) , 0. 98-1. 10 (lft m) , 1. 17 (3H, d, J 
=7. OHz), 1. 35-1. 52 (4H, m), 1. 56-1. 70 (1H, m), 1. 99 (1H, d 
d, J=7. 0Hz, 14. 4Hz), 2. 14 (lft dd, J=7. 4Hz, 14. 4Hz), 2. 70- 
2. 80 (lft m) , 3. 10 (3H, s) , 3. 71 (3H, s) , 4. 24-4. 34 (1H, m) , 
4. 63-4. 71 (lft m), 4. 73 (1H, d, J=ll. OHz), 4. 77 (lft d, J=l 
1. OHz) , 7. 32-7. 40 (5H, m) , 7. 83 (1H, d, J=7. 4Hz) ,8.01 (1H, 
d,J=8. 3Hz),l 1.00 (lft s). 
<Mf« 3 

[4- (N-^^**^T§/) -2 (R) -4^ 
-N-^^-N-^ Y**sT% K (IV) 

«S(VII) f;i:*o^TR 2 ^y>^g, R 3 #**IR 

^•cfcaft^*] o. 9 2 ga>$>##mfcftv>sfc& 

[0032] l H-NMR (DMSO-d 6 ) 6 ;0. 73 (3H, d, J=6. 2 
Hz) , 0. 78 (3H, d, J=6. 2Hz) , 0. 87-0. 99 (1H, m) , 1. 22-1. 40 (2 
H, m), 1. 79-1. 95 (2H, m), 2. 60-2. 70(1H, m), 2. 81 (lft dd, J= 
10. 2Hz, 13. 8Hz), 3. 03-3. 13 (1H, m), 3. 10(3H, m) , 3. 69 (3H, 
s), 3. 93-4. 11 (2H, m), 4. 51-4. 60 (lft m), 4. 73 (2H, s), 7. 11 
-7. 29 (5H, m) , 7. 37 (5ft s) , 8. 04 (1H, t, J=5. 5Hz) , 8. 13 (lft 
d,J=8. 5Hz),10. 95 (lft s). 
#4tt4 

[4- (N-^y^vt^r^;) -2 (R) -> rv 

^;vf-^v^^] -L-7x^VT7^-L-77 
[ (2, t^V] t^iV 

>rY> [HttS; (xi) i^^tR^Wy^/H, 

PP7xn;H-e*5ft^ft] <D9m 

(1) [4- (N-^v^^^r-;y) -2 (r) 
-Yy~> ^/i/^yvw [-j&a; (x 1 v) jc*s^ 

tR^'fy^Hi, R^^VvvwS, R 3 ^^ 

N -^y^t^^^^;v- L-y^ —/ur y -fr 
-L-r^y^f/^r/v 5. Ogl^^y-;v 
5 0ml, THF50ml^Slttit, 10% 
Pd-C 0. 5 g^fflV^*^#ffl^Tffi^tfc 0 P 
d-Cftlfc*«, J8««r«f*Ur#6*t«aaEK:DMF 

3 0mK 4- (N-^O-^^v-T ^/) -2R- 



^y^/W^^^^3. 5g,WSC2. 4g£Anx. 

J8«*«*+5ri:^J:9«|Bft^*5. Og 

[0 0 3 3] L H — NMR (CDC1 3 ) 5 ; 0. 84 (6H, t, J=6. 2H 
z), 1. 26 (3ft t, J=7. 2Hz), 1. 32 (3H, d, J=7. 2Hz), 1. 10-1. 30 
(lft m), 1. 40-1. 60 (2H, m), 2. 10-2. 30 (lft m), 2. 65-2. 80(1 
ft m) , 3. 09 (2H, d, J-7. OHz) , 4. 15 (2ft q, J=7. 2Hz) , 4. 39-4. 
52 (lft m) , 4. 57-4. 68 ( lft m) , 4. 86 (2H, s) , 6. 43 ( lft d, J=7. 
9Hz) , 6. 51 (lft d, J=5. 7Hz), 7. 16-7. 40(10H, m) , 8. 48 (1H, 
s). 

[0 034] (2) [4 — (N — 5y^^r$ 
7) -2 (R) -< fyff-JWti'^A''] -L-7~~ 
sisT y —fr -L-Ty yp^f/^fy [— Jft 

s (x) icaav^-rR 1 ^ y^^m, r 2 ^^^ 

m, R^Mf/vStfc^ft^] ; [4- (N-' <y 
1. OglC^fyiOml^M, lNTK^ft^h 

y*<Mc*« 5mi«riqir3«FiBaaT?*i*u*:o 

Lt^bHSSII-THF 12ml, h >J ^/UT S 
^2 2 OmgSrMfc, 0 < t:-C^nnj^^^/V2 4 0 

#P;tT3 0#[affi#L*: o TKSrJOifca, ft»3i^/i/-c 

[0 0 3 5] X H-NMR (DMS0-d 6 ) 6 ;0. 73 (3H, d, J=6. 2 
Hz) , 0. 79 (3ft d, J=6. 2Hz) , 0. 90-1. 02 (lft m) , 1. 16 (3ft d, J 
=7. OHz) , 1. 25-1. 40 (2H, m) , 1. 90(1H, dd, J=7. 7Hz, 14. 4H 
z) , 2. 02 (lft dd, J=7. 1Hz, 14. 4Hz) , 2. 60-2. 70 (lft m) . 2. 85 
(lft dd, J=9. 4Hz, 13. 9Hz), 3. 03 (lft dd, J=5. 8Hz, 13. 9Hz), 
4. 25 (2H, s), 4. 30-4. 37 (lft ra), 4. 42-4. 51 (lft m), 4. 74(2 
ft s) , 7. 13-7. 30 (5H, m) , 7. 37 (5ft s) , 8. 25 (lft d, J=7. 8H 
z), 8. 49 (lft d, J=6. 9Hz), 11. 01 (lft s) . 

(3) [4- (N-^y^/wt^yr^y) -2 (r) 
-^yyf;>f^y^] -l-7x^T7^-l 

-77^v [ (2, 6-^nn^;H 

^^^Y><oWt\ [4- (n — ^yy^yr-; 
y) -2 (r) -^y^yvf-^v-zv] -L-y^^ 
;l/r7-^-L-T7^ ^n^-y^yw^ hyo. 4 
8g?rDMF10mll:g)8U 7y«!)*A15 0 
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mg, 2, 6-^na$If»l 9 Omg SrJPx/C, 

****** *, ** mt-km^ifc 

9 «Bfc£* 

0. 3 4gSr«fiH#tbr»feo 
[0036] X H-NMR (DMS0-d 6 ) 6 ;0. 72(3H, d, J=6. 2 
Hz), 0. 79(3H, d, J=6. 2Hz), 0. 90-1. 02 (1H, m), 1. 21 (3H, d, J 
=7. 1Hz), 1. 25-1. 40 (2H, m), 1. 91 (1H, dd, J=7. 8Hz, 14. 6H 
z), 2. 04 (1H, dd, J=6. 8Hz, 14. 6Hz), 2. 60-2. 70 (1H, m), 2. 86 
(1H, dd, J=9. 2Hz, 13. 8Hz) , 3. 06 (1H, dd, J=5. 5Hz, 13. 8Hz) , 
4. 33-4. 43 (1H, m), 4. 46-4. 57 (1H, m), 4. 74 (2H, s), 4. 91 (1 
H, d, J-17. 1Hz), 5. 00(1H, d, J=17. 1Hz), 7. 12-7. 29(5H, m), 
7. 37 (5H, s) , 7. 53-7. 64 (3H, m) , 8. 26 (1H, d, J=8. 0Hz) , 8. 48 
(1H, d, J=7. lHz),11.02(lH, s). 

[4- (N-^y^t^r^y) -2 (r) — fy 

[ (2, ttis] t^frtrY 

v (xi) k&^xr 1 ^ yzf^m, r 2 & 

sOit/Um, R 3 tfS*iSfI^ Ar#2, 

(i) [4- (n — ty^**5/r$/) -2 (R) 

\J*SA, ^>V^7s7-)V [-/ft* (X IV) (C*5^T R 

^uy^s> R 2 ^v^/w«, R 3 #*§SfIS^-? 

N - tert ;Vtf~>V- L~7x- ~?VT 7—1/ 
-W^S ZXL^jXy^L^jV 5. OglC9 0%MJ7/V 

^nBBtekl 5ml SrJUfcT, 4 O^ffl *ftT-e«# 
-CttWL^Co #8Wl£$»#y ****«, *, ffift* 

«*-cas»Lfc*, «a^****^«»Lfc. tut 

iCDMF3 0mK 4- (N-^^iM'ahfrS'T S 

y) -2 (r) -^y^f/^^^K4. o g> wsc 

2. 8g^l ^^M-Cffi^L^o ftSB&MZX 

ftfi*-eaa*LfcflL tti^^*^9A^(^Lfc. m 

[00 3 7] (2) [4- (N-^^v^W^v'T^ 
y) -2 (R) -ry/f;uf^^;v] -L-y^ 

(X) KfcM^T R^Wy^f/H, RH^Sitfr 

R 3 &&mm*x*hz>iK£m ; [4- (n— <y 
*>**vr?y) -2 (r) ->ry^/n^^^ 

/I/] -L-7x^T7^-L-r7-> ^^Vl^ 
*t/v 1. lg^b##«4© (2) l£^oTK/S£ 



(3) [4- (N — <^/V^vr5/) -2 (R) 
US'/I" [ (2, t^v^] 

^ h vofijf ; [4- (N-^y^t^r?;) 
-2 (r) -^y/f;uf^y^v] -L-y^-^r 

y:=^-^!J ^n^ty ^/U>5r b yo. 4 7 g fab 
&%W4<D (3) ^oTKJ5&SrtTV\ «Bffr&«0. 

1 3 g zmco 

[00 3 8] ^-NMR <DMS0-d 6 ) 8 ;0. 73(3H, d, J=6. 2 
Hz), 0. 79(3H, d, J=6. 2Hz), 0. 89-1. 02(1H, m), 1. 23-1. 40(2 
H, m) , 1. 83-2. 02 (2H, m) , 2. 62-2. 70 (1H, m) , 2. 86 (1H, dd, J= 
9. 7Hz, 13. 9Hz), 3. 07 (1H, dd, J=6Hz, 13. 9Hz), 4. 07 (2H, d, J 
=5. 3Hz), 4. 50-4. 60 (1H, m), 4. 74 (2H, s), 5. 10 (2H, s), 7. 12 
-7. 28 (5H, m) , 7. 37 (5H, m) , 7. 53-7. 64 (3H, m) , 8. 23 (1H, d, J 
=8. 2Hz), 8. 35 (1H, t, J=5. 3Hz), 10. 98 (1H, s). 
##0116 

[4- (N — ty^**s/T5y) -2 (R) ->fy 
-7?A*M> i/^/V] -L- 1 -t7W7^-^!i 
i/As [ (2, 6-i^^na^V^yW) tti/] ^fvv 

*rw (xi) tc^TR^wyy'^s, 

R 2 ^l-^y^M^S, R 3 #*IW5FF\ Ar# 
2, 6-^^nn7*^*-C*>5flS-&4W ^fSii 
N-tert-yh^r^^^/U-L- 1 -t7W7 
n/^-^y ^^vl^^fvU. 65ga>b##0fl 
5til«oT£0£;«rfTV\ SIBft^teO. 4 8g£#fc 0 
[0 0 3 9] 1 H-NMR(DMS0-d 6 ) 6 ; 0. 72 (3H, d, J=6. 2 
Hz), 0. 78(3H, d, J=6. 2Hz), 0. 90-1. 02(1H, m), 1. 23-1. 40(2 

H, m) , 1. 87 (1H, dd, J=l. 4Hz, 13. 7Hz) , 2. 00 (1H, dd, J=6. 8H 
z, 13. 7Hz) , 2. 62-2. 75 (1H, m) , 3. 30-3. 40 (1H, m) , 3. 57 (1H, 
dd, J=5. 2Hz, 14. 2Hz) , 4. 05 (2H, s) , 4. 62-4. 72 (1H, m) , 4. 74 
(2H, s) , 5. 1 1 (2H, s) , 7. 30-7. 40 (8H, m) , 7. 48-7. 65 (5H, m) , 
7. 73-7. 80 (1H, m) , 7. 90 (1H, d, J=7. 7Hz) , 8. 20 (1H, d, J=7. 9 
Hz), 8. 33-8. 40(lH,m), 11.00(1H, s). 

###17 

[4- (N-^y^i/«yr^;y) -2 (r) 

*tf\> (tert-^^/U) [ (2, 6-^na^/>f 
;v) yf;^hV (XI) {£*>^TR 

HUVy^m. R 2 ^y^m, R 3 ^tert-y r h 
^slVVtf—jVffjV^ Ar^2, 6-^^nn7o: 

N-^y^/vt^-^^;^^- L-7x ~/wr y ^/V 
-L-T^/^y^u (tert-y^/w) ^/^^x/w 

I. 8g^e>*#«4jC«or«IBfl:^«0. 12g£ 

[0040] 'H-NMR (DMS0-d 6 ) 5 ;0. 72 (3H, d, J=6. 2 
Hz), 0. 78 (3H, d, J=6. 2Hz), 0. 90-1. 00(1H, m), 1. 30-1. 40(2 
H, m), 1. 38 (9H, s), 1. 90 (1H, dd, J=8. 3Hz, 14. 6Hz), 2. 01(1 
H, dd, J=6. 9Hz, 14. 6Hz), 2. 40-2. 50 (1H, m), 2. 62-2. 72 (1H, 
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m), 2. 73(1H, m), 2. 86(1H, dd, J=9. 4Hz, 13. 9Hz), 3. 02(1H, d 
d, J=5. 8Hz, 13. 9Hz) , 4. 48-4. 56 (1H, m) , 4. 60-4. 67 (1H, m) , 
4. 74 (2H, s) , 4. 97 (2H, s) , 7. 10-7. 28 (5H, m) , 7. 38 (5H, s) , 
7. 52-7. 62 (3H, id) , 8. 30(1H, d, J=7. 8Hz) , 8. 69 (1H, d, J=7. 9 
Hz), 11. 01 (1H, s). 

[4- (N-^y^**vr5/) -2 (r) -jy 

ttft (xi) fcasv^R 1 *^ r 2 *s-<v^ 

[4- (N-^y^t^r^;) -2 (r) ->fy 
yn^e^Why (##W5 (2) oik&m 0. 

2 9 g£DMF 3m lfc»#U 7 3 £ A 9 0 m 

STCfft#Lfc 0 #*»«riO;tfc«* #*=7A'T*#m 

LC± CSHfR ; *u **/—A'=.2 0/ 

l) -eWa-t-SriKiJiOflJEft^fto. I2 g £# 

/Co 

! H-NMR (DMS0-d 6 ) 6 ;0. 73(3H, d, J=6. 3Hz), 0. 78(3H, 
d, J=6. 3Hz) , 0. 88-1. 00(1H, m) , 1. 22-1. 43 (2H, m) , 1. 85-2. 
02 (2H, m), 2. 61-2. 69 (1H, ra), 2. 88 (1H, dd, J=10. 0Hz, 13. 9H 
z) , 3. 10 (1H, dd, J=4. 8Hz, 13. 9Hz) , 4. 05 (2H, d, J=5. 4Hz) , 
4. 47-4. 57 (1H, m) , 4. 74 (2H, s) , 5. 15 (2H, s) , 7. 15-7. 28 (5 
H, m), 7. 30-7. 40(5H, m), 8. 24(1H, d, J=8. 1Hz), 8. 42(1H, t, 
J=5. 4Hz) , 8. 77 (1H, s) , 1 1. 00 (1H, s) . 
###19 

[4- (N-^V^yV**^T$y) -2 (R) -<<V 
-f^tvy-?*/— ;W\ -L-7xx;l,77^-L-n^ 
i/y-N-^/U-N-* h^TS K [HR* (I 
V) K^TR^y^/Vg, R^^v^g, R 

K (vn) ^cj3V^rR 2 ^s^v^y^S, R 3 aW:/ 

*rfifV\ MBfUMfeO. 3 g LTftfc. 
[0041] 1 H — NMR (DMS0-d 6 ) 6 ;0. 73 (3H, d, J=5. 2 
Hz), 0. 78 (3H, d, J=5. 2Hz) , 0. 86 (6H, t, J=5. 2Hz) , 0. 80-0. 9 
8 (2H, m) , 1. 25-1. 65 (4H, m) , 1. 82-1. 90 (2H, m) , 2. 62-2. 72 
(1H, m) , 2. 78 (1H, dd, J=8. 3Hz, 11. 2Hz) , 3. 01 (1H, dd, J=3. 6 
Hz, 11. 2Hz), 3. 09 (3H, s) , 3. 71 (2H, s), 4. 48-4. 58(1H, m), 
4. 74(1H, m), 4. 77-4. 89(1H, m), 7. 10-7. 25(5H, m), 7. 30-7. 
40 (5H, m) , 7. 95 (1H, d, J=7. 0Hz) , 8. 1 1 (1H, d, J=7. 1Hz) , 10. 
93 (1H, s). 




[0042] mmmi 

[4- (N-fc Kp*">T5/) -2 (R) ->fy^ 
-L-7x^77^/V-L-77^t 

[4- (N — ^;^^7$y) -2 (R) ->fy 

^v-N-y^/u-N-^ h*i/r^ K [-«5£ (I 
v) ic^xrHu y-f^/^m, RH^y^m. R 

3 ^M^S-Cfc5, &%Wl<Dfc&m 500mgl: 
THFlOml^Mfct, -2 0tt*ifbyf^A 
7;V^^^3 5mg«fii 3 0^BH«*Ufc. 2N 
HC l*fcTIW:K:Lfcfc* SHl3i^«r«v^r»HJL 

e*LT»fetbaaaE«:^ omi (c^#u 

fc 0 10%Pd-C 7 Omg^fflV^T7K^#ffl^^ 

•9 mmt^m 5 l m g £4§fe»* t LT^fc, 
[0 0431 X H — NMR (DMS0-d 6 ) 6 ;0. 73(3H, d, J=6. 2 
Hz), 0. 78(3H, d, J=6. 2Hz), 0. 90-1. 30(1H, m), 1. 12 (3H, d, J 
=7. 2Hz), 1. 23-1. 40 (2H, m), 1. 85-2. 02 (2H, m), 2. 55-2. 70 
(1H, m), 2. 87 (1H, dd, J=9. 6Hz, 13. 7Hz), 3. 05 (1H, dd, J=5. 3 
Hz, 13. 7Hz), 3. 99-4. 10(1H, m), 4. 45-4. 56(lH,m), 7. 13-7. 
30 (5H, m) , 8. 18 (1H, d, J=8. 2Hz) , 8. 40 (1H, d, J=6. 5Hz) , 8. 7 
3 (1H, s) , 9. 25 (1H, s) , 10. 38 (1H, s) . 

[4- (N-hKP^7;/) -2 (R) -^VT^ 

[4- (N-^y^^^7^) -2 (R) — <V 
-7<7-/uy-?is~/l''i -L-n>f^V-L-77^y-N 
-^^/V-N-> 5 K [-JR5S; (IV) tC*5V* 

1 ©Jffifc H*K:£OS«rfTVxBEft^* 8 4 m g £SStfi 

[0 0 4 4] 1 H-NMR(DMS0-d 6 ) 6 ;0. 75-0. 92(1 2H, 
m), 0. 90-1. 10(2H,m), 1. 15 (3H, d, J=7. 2Hz), 1. 35-1. 70(4 
H, m), 1. 90(1H, dd, J=l. 5Hz, 14. 3Hz), 2. 16(1H, dd, J=7. OH 
z, 14. 3Hz) , 2. 63-2. 77 (1H, m) , 4. 00-4. 10 (1H, m) , 4. 20-4. 3 
3 (1H, m) , 8. 04 (1H, d, J=7. 9Hz) , 8. 28 (1H, d, J=6. 6Hz) , 8. 70 
(1H, s),9. 34 (1H, s),10. 39 (1H, s). 

[4- (N-bKP^>7-;;) -2 (R) -jv??- 
/v-fr^V—yi/l — L — y ji ~/>T y L - p >f j/j- 
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1 

[4- (N-^s^a-^rsy) -2R-> 

-N-y^-N-y F^T^ K [-«5£ (IV) 

y^/HE-C**, *#«9©ft^«|] 500mgM 
Igffiftl l oJBii IPI«^Sii£«rfTV^«IBfk^» 5 1 m g 
LTWfc. 

[0 0 4 5] *H-NMR (DMS0-d 6 ) 6 ;0. 70-0. 90(12H, 
m) , 0. 90-1. 02 (2H, m) , 1. 22-1. 62 (4H, m) , 1. 80-2. 00 (2H, 
m) , 2. 60-2. 70 (1H, m) , 2. 82-2. 92 (1H, m) , 2. 96-3. 10 (1H, 
m) , 4. 00-4. 12 (1H, m) , 4. 50-4. 60 (1H, m) , 7. 13-7. 30 (5H, 
m), 8. 22 (1H, d, J=8. 3Hz) , 8. 31 (1H, d, J=7. 4Hz) , 8. 72 (1H, 
s),9. 22(lH,s),10. 37 (1H, s). 

mmm4 

[4- (N-fc Ko^>r$y) -2 (r) ->fy^ 

i^ka^ff^^ — 

[4- (N-^v^/v^^r^y) -2 (r) -^y 

-N~^f;v-N-^h^7U* MR* (IV) K 

mM.*-?h%, ««!3©ft^ll] 3 2 SmgHX 
tttt 1 ©«Jt i: ia«l!:S«Srtf v>«Bft^« 7 3 m g £ 

[0 0 4 61 1 H-NMR(DMSO-d 6 ) 6 ; 0. 73 (3H, d, J=6. 3 
Hz), 0. 77 (3H, d, J=6. 3Hz), 0. 90-1. 12 (1H, m), 1. 22-1. 40(2 
H, m), 1. 83-2. 01 (2H, in), 2. 55-2. 70 (1H, m) , 2. 86 (1H, dd, J= 
10. 0Hz, 13. 8Hz), 3. 08 (1H, dd, 4. 9Hz, 13. 8Hz), 3. 78-3. 93 
(2H, m) , 4. 47-4. 57 (1H, m) , 7. 10-7. 30 (5H, m) , 8. 18 (1H, d, J 
=8. 2Hz) , 8. 40 (1H, t, J=5. 4Hz) , 8. 75 (1H, bs) , 9. 35 (1H, s) , 
10. 40 (1H, bs). 

[0047] mmms 

[4- (N-fcKn*Wgy) -2 (R) -J y?*? 

- L - y 3l~)VT y L~Ty 
[ (2, 6-^nn/<y-/>f;V) ^^r->] y ^7l/» h 

[4- (N-^^tm^y) -2 (r) -^y 

y^/H^^i/^/l/] -L-7a^T7^V-L-r7 
[ (2, y^/u 
4rhv MttsS (XI) icfcv^R'Wy^S, 
R 2 ^Vi^/WS. R 3 #y?vH^ Ar^2, 6->^ 
pa7xn;vSTfc5ft^« ; ##0d4] 3 0 Omg 
S:^;-;H0mK THF5mll:B»U 10% 
Pd-C10 0mg»t*^#KT> 2l$f«jffi# 



SftSWlBffcg** 1 3 0 m g &M&m#b Ltftfco 
[0 0 4 8] HPLC&# 

; YMC-Pack 0DS-A A-312 150X6. Oram I. D. 

imm ; o. 0 5%hy 7>v*umfcfo/y^ ^ h 9 

/U=3/2 

M ; 1 . 0 m 1 /£ 
8tt)«m ; 1 0# 

X H — NMR (DMS0-d 6 ) 6 ; 0. 73 (3H, d, J=6. 2Hz) , 0. 78 (3H, d, J 
=6. 2Hz), 0. 91-1. 03 (1H, m), 1. 20 (3H, d, J=7. 1Hz), L 25-1. 
42 (2H, id),!. 86-2. 04 (2H, m) , 2. 60-2. 72 (1H, m) , 2. 86 (1H, d 
d, J=8. 9Hz, 13. 8Hz), 3. 06 (1H, dd, J=6. 2Hz, 13. 8Hz), 4. 31- 
4. 41 (1H, m), 4. 45-4. 57 (1H, m), 4. 91 (1H, d, J=17. 0Hz, 4. 98 
(1H, d, J=17. 0Hz), 7. 13-7. 30 (5H, ffl), 7. 52-7. 64 (3H, m), 8. 
25 (1H, d, J=8. 1Hz), 8. 47 (1H, d, J=7. 1Hz), 8. 74 (1H, s), 10. 
39 (1H, s). 

[4- (N-t: Kgjri^r ^y) -2 (r) — rygg; 

[ (2, PjgT^-h 

[4- (n — ^s^tf-^s/rsy) -2 (r) ->fy 
y^f-^^/H -L-7x^;i/T7^y-^y^ 

[ (2, 6-^PP^/>fyH yfvl^h 

y [HRa: (xi) icisv^R 1 *^ y^ns, r 2 * 5 

^vV^S, R 3 ****!!^ Ar#2, 

/-M5mK THF5ml^»^U 1 
0%Pd-C7 5mg4rfl§^T**#H«T, 2«pM« 

SESrH PLC Srffi ^T^fi^Si-r 5 r ^^J: t). 

fco 

[0 0 4 9] HPLC&# 
^ 9 ^ ; YMC-Pack 0DS-A A-312 150X6. 0mm I. D. 

®mm ; o . o 5 % h ]) ?A>*xi$mk/T± h-tv 

/V=3/2 

JM;1. Oml/» 
^W^iS ; 1 8# 

1 H - NM R (DMS0-d 6 ) 6 ; 0. 73 (3H, d, J=6. 3Hz) , 0. 78 (3H, 
d, J=6. 3Hz), 0. 90-1. 00 (1H, m), 1. 23-1. 42 (2H, m), 1. 83-2. 
00(2H, m) , 2. 60-2. 70(1H, m) , 2. 86 (1H, dd, J=10. 1Hz, 13. 8H 
z) , 3. 08 (1H, dd, J=4. 9Hz, 13. 8Hz) , 4. 07 (2H, d, J=5. 4Hz) , 
4. 49-4. 59 (1H, m) , 5. 11 (2H, s) , 7. 14-7. 30 (5H, m) , 7. 54-7. 
66(3H, m) , 8. 23 (1H, d, J=8. 1Hz) , 8. 37 (1H, t, J=5. 4Hz) , 10. 
40(lH,s). 

[4- (N-tKp^^r^y) -2 (r) -^y^ 
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[ (2, *^Hrh 
[4- (N-^y^**^rs/) -2R-^y/f 

[ (2, p^/l^b 

V (XI) ic^^-CR^wy^/wS, R 2 tf* 

l-t7f/Mf/* R 3 &7kmm*. Ar#2, 6 

d P7x^;VStfe5ft^ ; #%«6] 7 0m 
gW^/-;H0mK THF5ml«^»« 
#U 1 0%Pd-C2 0mg^V^7K^#ffl^T, 

4. 5«prafi^Lfc 0 pd-ciiiiit, m®:*®*^ 
xmbtizm&ZH plc * jhv vrawMw-a ^ ^ tc 

i 9 TB*ff S*i5*Bfk^« 8mg 

[0 0 5 0] HPLC^ff 

; YMC-Pack ODA-A A-312 150X6. Oram I.D. 

Sta ; 1 . Oml/» 
2gffll$Pfl; 14# 

1 H - N M R (DMSO-d 6 ) 6 ; 0. 72 (3H, d, J=6. 3Hz) , 0. 77 (3H, 
d, J=6. 3Hz) , 0. 90-1. 02 (1H, m) , 1. 22-1. 40 (2H, m) , 1. 87 (1 
H,dd, J=l. 7Hz, 13. 9Hz), 1. 99(1H, dd, J=6. 8Hz, 13. 9Hz), 2. 
60-2. 70UH, m) , 3. 35-3. 45 (1H, m) , 3. 61 (1H, dd, J=4. 7Hz, 1 
4. 0Hz) , 4. 05 (2H, s) , 4. 60-4. 70(1H, m) , 5. 12 (2H, s) , 7. 35- 
7. 44 (2H, m) , 7. 50-7. 66 (5H, m) , 7. 75-7. 81 (1H, m) , 7. 92 (1 
H, d, J=8. OHz) , 8. 20 (1H, d, J=8. 2Hz) , 8. 33-8. 43 (1H, m) , 1 
0.4UH, s). 

[0051] mmms 

[4- (N-bKom^) -2 (R) z £V£g 
[ (2, 6-^pp^/^^) t^±XX 

yj^Mg in) ^^RWyBS^^ 

[4- (N-^v^yv^^r^y) -2 (r) — <y 

¥^ (tert-^/W) [ (2, 6-^pd^ 
/I/) ^^r^/] ^f/^hV [— jBteS (XI) {CjoV>"CR 
x fMV7*M&, R 2 ^>^m, R 3 dHert-^h 
^i^/W-K-^^VWg, Ar^2, 6-^nu7x 
^a-e*>*ft^*;*#«7] 0. 12g(C90%h 
y^^tnBK* 5m 1 *»*T5 0#M£»?ft# 

4r»*Lr»fensaatSry ^y-/H 0ml 

U 1 0%Pd-C5 0mg$:fflV^T7K^#ia^;T, 1 



B*frt?»iaS Jx*«B{k^lfc2 3 m g &2SfeE#<!: L 

[0 0 5 2] HPLC^ft 
*7^; YMC-Pack ODS-A A-312 6. OX 150mm I. D. 
®W)m ; 0. 0 5%h9 7/^nBlFK*/r-feh=b 

y^=3/2 

mm ; 1. Oml/» 
^WNpra; 16# 

1 H - NM R (DMS0-d 6 ) 6 ; 0. 72 (3H, d, J=6. 2Hz) , 0. 78 (3H, 
d, J=6. 2Hz), 0. 90-1. 00 (1H, m), 1. 25-1. 42 (2H, m), 1. 83-2. 
01 (2H, m) , 2. 45-2. 55 (1H, m) , 2. 60-2. 70 (1H, m) , 2. 75 (1H, 
m) , 2. 86(1H, dd, J=9. 2Hz, 13. 7Hz) , 3. 02 (1H, dd, J=5. 8Hz, 1 

3. 7Hz) , 4. 48-4. 62 (2H, m) , 5. 00 (2H, s) , 7. 15-7. 29 (5H, m) , 
7. 52-7. 63 (3H, m) , 8. 29 (1H, d, J=7. 9Hz) , 8. 65 (1H, d, J=7. 7 
Hz), 10. 39 (1H, s), 12. 46 (1H, s). 

[0053] mmm9 

[4- (N-bKP^>7;;) -2 (R) -jy?? 
[4- (N — i>&»>**i/T$S) -2 (R) -jy 

«s: (xi) ic&^xr 1 ^ yf^;vm. r z &<<>*j 

/I'M. R 3 aMc*JD§W\ Ar^^7;^P7x^ 
ST?*S{b-&«;##«8] 0. 12g^^;-/H 
OmlMU 10%Pd-C50mg«rfflV^t** 

mmhn l^raa^bfco Pd-c^i, ®m& 

«*LT»bii*aa£S:HPLC*:ffl^r»(tKI«'rS 

r fc ic j: 9 TEftfr-esm snssia^* 2 6 m g * 

[0 0 5 4] HPLC&ft 
^7^ ; YMC-Pack ODS-A A-312, 1 50X6. Omm I. D. 

1 / 1 

mm ;1. Oml/» 
^ffl^K; 5. 5# 

1 H - NM R (DMS0-d 6 ) 6 ; 0. 72 (3H, d, J=6. 3Hz) , 0. 77 (3H, 
d, J=6. 3Hz), 0. 88-1. 00 (1H, m), 1. 22-1. 42 (2H, m), 1. 83-2. 
00 (2H, m) , 2. 60-2. 70 (1H, m) , 2. 86 (1H, dd, J=10. 2Hz, 13. 8H 
z) , 3. 08 (1H, dd, J=4. 7Hz, 13. 8Hz) , 4. 05 (2H, d, J=5. 4Hz) , 

4. 47-4. 57 (1H, m) , 5. 15 (2H, s) , 7. 15-7. 28 (5H, m) , 8. 24 (1 
H, d, J=8. 1Hz), 8. 42 (1H, t, J=5. 4Hz), 8. 77 (1H, s), 10. 39(1 
H, s). 

[0055] nmw 1 0 
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&rf<om*). im$>K [4- (N-t Kn*w$/) 

-2 (R) -jylf-l^tV-lVl -L-7is*7 
7^-L-77-t-^ (.it-B®) A) lOOmg^ 



4 &SMB 
9 8SS85 

[00 56] 3lJ£#I 1 1 



^T<£>i§9, [4- (N-tKP^7;y) -2 
(R) -4yttArfr9*s—A''\ -L-7x^77^ 

^<5 0 



hut] 

i& (fc£*A) 
AS 



e a a 

200S&K 

18 5238 
10 9SS8S 



fc*l 2 OSSSBfci&WUtt Kn^nf^^o 
-^fctoiTftatt-a-i-S. CWi»-a-^Sr 2 0* 
©eiCiiL-CiiJiaL, ftjglVXmL&ft^ 5 0 0mg 
•ffc^JK 2 0 0 m g «r^*i-5««lE^JSr#2.« 
[005 7] SlJfcfll 1 2 

£TF<Dii?K lfl^-feA^K: [4- (N-t Kn**/T 
57) -2 (R) — f y^/H^v'-A'] -L-7i 
-;l/77-/l'-L-77-t-/l' (-fk^A) 10 0m 



be £ a 
looaaffi 

3 5SS8B 

6 0] 



3 £ 

ILK 

0 OmgjSSr^T'-fe/Wt^SL-C^^'-fe^JSrfta. 
[0058] ^Jfg^ 1 3 

[4- (N-fc Kn^TSvO -2 (R) -4Vff- 
AiJ-^—A'] -L-7i=-;l/77=^-L-77=t 

-/wo. sfiaSMsitfy/nrs/ hsfiaSBroiS-g-W;: 
aMffl^e7KSr*Dxr^(gL, lOOSlSiU 

W&htzTy7MC5 g-fo;fc«U 1 2 Ot 

■ei s^rass^&SLTirvyvwfn;: [4- (N-t 

Kn**/7S/) -2 (R) ->f y^fvHf^ 
-L-7xi;U77^-L-77--) — 7W2 5mg£ 

[Ell] Bit, Ca^«WSfK-CftWUfc-v5r^©^ 

#^77a, b, c, d, e ttZtlZHSLTvmomf 

-To 

a : 

b : *j-fi&# 

c : ft^*xa#* 

d : {t-frVOY 

* P<0. 0 1 
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BEST AVAILABLE COPY 

mi] 
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